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BM #EB * 

PPARaSIFPPARrOiltll 
) ©a&tfr £PI^r£te$Jff £: It fcfcB £ ftfcfliflfiSt C o A 

^l/tf^vf-AJifclSS&ttftSS** (PPAR) liC5«{10© 

vt:* ^ > d * u k 7 s u -© 

t> i: o f & 6 (Keller H. : Trends Endocrinol Metab ( 1993) 4, 
291-296) o CtL^tPPARiiUttal, rI.St>*5i) ©3 

Uftot^S (Braissant 0. h : Endocrinology ( 1996) 137, 
354-366) o PPARaliSTI, II> <1>M& if ©IfilWK©Rftt6 
*©W^fi«tc*«3KUTv^o PPARrttrn*-*--©*! 

^{aD NjfeflUMtfSfca 2i07^V7*-AHtPPARr 
UPPARr 2C2^^tl5o PPARr lliJtRWiSKSafi 
mz, ppart 2ttit:ill»ili»c*§Et:«abT^a. pp 

AR $ U^o 

P PAR attflTII* ©WISH t#ffi"r*7">;i/C o A*>>^--Kx 
^ h3> KU7C#StS7>';i'Co Aft h'D^t-t'^HMG 



WO 01/21181 



PCT/JP99/05217 



2 

- C O A > * - Hf x & ^ ^ * * ^> ^ - A S 7 *> ;U C o 

fot&lZ&'&tZ ( Schoonjans K. h : J Lipid Res ( 1996) 37, 
907-925) o PPARa^iv^Oiirfr^PPARfl ttfMlKtt 

ffCD^fiRlzSS^SSJ SffioT ^4 %x. btlX o £(Kersten S. 
£>: J Clin Invest ( 1999) 103, 1489-1498) „ 

PPARr 2ttllilttflffllia©«-fbR#K:»<Ht>oTv^c 
tWtobtlX^Z (Forman BM et al : Cell ( 1995) 83, 803-812) „ 
hD^U*V>, Ui/yi)9*J> (BRL-49,653) JBLXfiV*?*)*^ 
> tut <D 3- 7 V 'J J/ , >^*>R*#liiRUO-3©^B , C*S^ 

i:^t2>73"-^ h T" & -5 Z. £ ifi BR *> 1? K $ ti tz ( Lehmann JM et al : 
J Biol Chem ( 1995) 270, 12953-12956) „ P P A R y 14 £tt IC 

U P P A R (5 CD Si 14 aS^r MtCtt^T & * U<»otl> 

±&(D J; -5 tc, PPARt:^t573-^M:l^^v>li 

# PPARCSt57J-7htfe5C fc$R££*lT 5(Forman 
BM£: Proc Natl Acad Sci USA ( 1997) 94, 4312-4317) 0 

^ 'J v > >B&$##P PAR7©7>^3^^hi:lt»f.li 
T <^ S icii £ & ^(Oberf ield J.L. h :Proc Natl Acad Sci USA ( 1999) 
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96,6102-6106.) o 

*£ftT^*tf(W097/10813K 7>*3-Z h ®n<DftM t lZ&£^> 
£ t>lZ, P P A R a<DV&m®n$)2> lMi7 □ h 
£ft£T^&*S^ttrtBtt»K©*£:fc^T;**.* P P ARr 
$|B^gWlt PPARat^CPPARrl^tSliStli 

*fg0J3#£li> > ^ 'J >»mtta)«31t:i5WS P PAR01 

3*l£>J!iJte^ CoA f-tfx*7-;H*# ppARatt>'CPPAR 

m*>. PPARaSIFPPARr!:»t5fa7^73-7K- 
&£KRP-297 (Murakami K h : Diabetes ( 1998) 47, 1841-1847) 

oAf^x^Ti^PPARflSVPPARyOUfl^ KfH$£& 

H tC, PPARaSO'PPARrC'J A*> Fitl^^rD^ h*L/ 
■fe7*- 37ff^-^-(SRC-l JOfc^ttBfiJcliECJt 

«fc 0 , fllllfiKC oAf tx^r^liPPARaStfPPARr©! 
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mwux&zz tzwzfriz btzo 

P AR y izMt zmB®% & Z>^&7 > * 3 - Z h t It EHItJK 
IP"&, PPARaiZftiTSPI^tJll^ btliiS* 5 ^ U X r- -f 

sfc p p ar 7 iztttzmwwnt Lxmm&&w s u * r >r ;k 

t* & -5 o 

1) P P A R a 7 > * 3 - * h £ b t ffl 

7i/ K-*>^ttHI«cWt-ttJtt2Ks *!8W^ ifilE©f£Tv 

Q&{£jt, * XT l^n#, Bfm©T-{?h>^$:M-rs (Keller U 

f> : Diabetologia ( 1986) 29, 7-77) 0 P P AR alifflCt!^ 

£ > P P A R a 7 > * 3 - X h (i Z tl h £ tfPftl t 3 Z. £ ifi X § % 
H^M^^t- h7yF-^^©tgj|(:tfflt*5i:)IB^^ti5, 

2) PPARy tl/t®7>^ FtbtCi^ffl 

P ARrl±J!SJtt«Blia©«"fbtcfi5&fSl!l*JioT^So P 
PARy7^-7 ht<feSf7 4 ;U v > v * > 3§ $ # ft 0g ift Iffi i@ © 
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tlX ^ -2) (Piet De Vos £ : J Clin Invest (1996) 
98, 1004-1009) o f-TV'J v > S^tf >R##«:ttK#liS#!! i: 
0lffl1!**ot^55iSt\ ffifl)5l«ll!S©^'^*BI#1"*C i: * £ 

C £ 0i£ TtSC *IT (Zhang E ^ : J Biol Chem ( 1996) 

271, 9455-9459) „ Ztib (D^mfrb, PPARy7>^J-^h 
H:JtJte{|ifla©*Hb£Ml$iJ1" -5 Z. £.tmi%lZ\s7'3->(D&Ml/'<)\'* 

±.%z#zz.tx, mvffiMt Lx<D*im&&mftt<tiZo 
&tc N *%B%*mfomiz x^xmrntztK ztizvmt&vx 

nnm l . PPARaiiPPARrCWtSiS^Oif: 
PPARai:PPARyl:?}t5ra7^7D"-7Kfe2)KR 

P - 2 9 7 CD h 'J f £ A «RIB#( Murakami K £> : Diabetes (1998) 47, 
1841-1847) £^>fclIg|lg£$Sg|£fTofco 63tr-©t^f^> 
£ h hiPPAR aSI/P PARy(D'Jif> K jS^fH«© N *JSHII 
iZttmLtzmti ( 6x Hi s-hPPARs LBD) Z Z tl? tl*mm . 
-^^A7Ai:tlllf:o 6x His-hPPARs LBD Iflh 100 
nM[3H]KRP-297 (27Ci/mmol) £ 50 raM KC1, 10 mM f- # * U -f h - 
;i/*£ts 50mMTris-HCl «««(pH7.4)4> T* ffiBHb^tl (illiCo 
Af-a-oiv^K ^-?gM ©#£T, ##STt 25°Cs 30#ISk 

£|££Lfc[3H]KRP-297 £#gtU tt»t6 fcfttti' > U - a > 
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P P ARr C**-r*IS£»tt©*NH*fc BRL-49,653 (Willson 
TM (b : J Med Chem ( 1996 ) 39, 665-668)£ <fc V lS-r 1 ^ * *>-A l2 « 
H -7D^^7>y>J 2 (Cayman Chemical Co.)£x P P A R a 

S«SiStt©*tJRI*fc IT 8(S)-bFD*«>i-f3itf 
x y >f >g£(Cayman Chemical Co.)£ffl<^fco 

:©ISI> ^Uf>iCoA, ;^l/;f>ICoA, Xf7'J 
>|CoA, tM>ICoA, 'j;-;HCoA*SJ:0'77^F 
>|CoA©f*x^r;^PPARaSU f PPARr© , J^>l { 

& z z ttfmw Ltzm i )<> 
c* i ] 
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in vitro U 7c (TNT ® s 7*D/#*t. Madison, WI) 0 ±12 

ftMUfc 6x His-hPPARs LBD g S * 50 mM KC1, 1 mHvf ^Xl/^ 
h -fl/Xtf 0.1^il7^ 7* ^ > £^tf 50 mMTris-HCl Mffifo 
(pH7.4)*^tt*fc£»0>#£T\##aET-C 4 o C>60#fg^ >*^- 
A-h tfco 2 mg 6x His ffift (QIAGEN ft % Germany) 

£iJ[l;U 4°C, 60 #F^, ^f>^ra^-Mf;o 31 § § 20 ml <D 7 
DrOGt77D-X ( 7 t 7 • ;W #T" 7 ft, Sweden) 

*m*., 4°C, 60 #P^> O + i^-Hfe. jfiifrCT 3 Hlft# b 
7z^>7*P7 i 'f>G-te7TD-^$20ml(D SDS-tr y? )V rt v 7 7 - 
U 20% SDS-PAGE. fB^-K^-f — (IT [ 35S ] SRC- 1 

Z(D&m. 'j;-iHCoAftx^fiHiPPAR«®'J^> 
K R P-297*S«fctf 'J V - 13 «fc 5 S R C-l©H£#J&fifc 
£fflft#<£ftt3Pl^ l^tPPARr©'i*"> KT'&S BRL-49653 
'J y -;i/fttc«t 5 S R CM®«£#J&(R£ffl*tfe#WKIfiS 
b fc ( It 2 ) o 

[12] 

ppar 'j#>K$££ftJSfc SRC 1 (DfeSfoMtfU-tttZ 
Jjflfiife CoA (c^^Plg 

thPPARa thPPARr 
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UyU^'OU CoA IOOjiM 0.9±0.3 0.9±0.3 1.0±0.1 1.3±0.4 

1*3 Is] to m 8 toW- *3 fit ± 1S S 88 S £ B. ? 

P PARat^CPPARy C^fCPIS^ffl^^ 3 t 
£ HL tB L o 

<r©*Sli, PPAR a Il^ Si: UtiKSi* 5 S U * 

sfcppARr^^-raiasftHfcUTiiaeKai^^ 

* h*x;i/T-£>6fl|jfc&c o A^tfx^T^ufeEHjMBlfcfieffl t- # 5 
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1 . p p ar aizttt z mm® fit Lxommmc o at-^x^t 1 

2. PPARyt-ft-fSPl^tlffh ITOiii CoAf-tfx*^ 

;i/ © ffl o 

4 . P P A R r £*f-f SPlMfCi: ITiiiSA 5 »J * h -f >K 

5. S§IICoAftx7fil/^Blt5: h^^fStttSlii 
6 . JjgMC o Af-Tf-xy^^^-r 6 <! ^ "T SJJE?i?S 
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